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* UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
‘ WASHINGTON, D.C. 20460 -

._ o 005113
m \5 m i PESTRCIDES AN FOXIC SUBSTARCE

524-EUP-AT (PP 6G 3345) and Temporary Tolerances for Acetochlor
on corn and in eggs, poultry and meat. . -

h *  * Caswell 38
Robert Taylor (25) ’ ‘
Registration Division (TS~767C)
Winnie Teeters, Ph.D. -~ & S Tailgro |, 4-16-36 .
Pharmacologist, Section V
Tox/HED {TS-769C) . =

[ajrerm Do Ctlitlik' DvoB.Tc ' :

Head, Section V - ’
Tox/HED (TS-769C) . .. . Q-W'Wo yloofse
Theodore M. Farber, rh.D.

Chief, Toxicology Branch

Hazard Evaluation Division (TS-769C)

Acetochlor (2-chloro-N-[ethoxymethyl]-N-[2-ethyl-6-
methyl phenyl] acetamide), MON 097, CP 550975
Harness® and Top-Hand® are EC formulations

ACTION REQUESTED: Review submitted studies to support Monsanto's

request for an EUP for Top—Hand® and Top-Hand® tank
mixes in corn (field) and an application for tempo-—
rary tolerances for Acetochlor in or on the raw agri-
cultural commodities as follows:

:§....

Com (field) grain 0.1

Corn forage and fodder 0.5 ppm -

Eqggs ‘ 0.02 ppm -

Milk 0.02 ppm

Beef tissue 0.02 ppm ’

Hog tissue V.02 ppm

Chicken tissue 0.02 ppm -/
Goat tissue .0.02 ppm - 1.4
Horse tissue : 0.02 ppm : /b
Sheep tissue 0.02 ppm
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,l?es1d.ne toletancns for atrazine on corn are estabhsheti {40 CFR 180.220):

Corn grain : .25 p;m
Corn forage and fodder 15.0 ppm
Residue tolerancas for cyanazine-on corn are established (40 CFR 180.307):
Corn gra'ir; - 0.05 ppm
Corn forage and fodder 0.2 pom
Residue tolerances for simazine on corn are established (40 CFR 180.213):
Corn grain 0.25 ppm - ;% =
Corn forage : 15.0 ppm g
Corn’ fodder 0.25 ppm - = E
- . - = ..;,
Residue tolerances for glyphosate on corn are establistied (40 CFR 180.364): : 2
- - . i Q %
Grain crops , c.lNppm ° = =5
s I
Residue tolerances for paraquat on corn are established (40 CFR 180.205): % %
= Li\ 3
Corn grain 0.054 ppn > §
Corn forage and fodder 0.05M Ppm = % “"g :
. . o -5,;'7 E
= 2
- J 'H - - ::.ax»
The - EIIP'PrOg'ram: Monsanto requests 35,000 pounds. actme ingredient (Acetochlor:) - ;‘ . i’%’; )
of Top-Hand9 for use in a two-year program which will treat 10,500 acres in = L
30 states (21 000 1bs.) amd allcd for bulk storage assesswent (14,000 lbs.). g %
. <) :
An e tion has been requested —
ﬂ_ from the requirement of a tolerance for residues of the inert S
ingredient =l
when used in formulations of Acetochlor applied to corm. 1This has been =1 :
denied (see No. 2 below in Recamendations). ) %

- =

- i

Hecommendations: The stadies reviewed in this action for MON 8449 formulation and
those in our files on Acetochlor are adequate to support the requested EUP and
temporary tolerances, except for an acute inhalation sfudy with the formulation

(a waiver for which was denied) and_a- subchronic or lomger-tem feeding study in

a non—rodent (the 119-day dog feedu;g study [Phapmacopathics Res. labs. #7920,
10-10-80] did not establish a NOEL and the l-year dog feeding study [Pharmaccpathics
Res. Labs. #PR-80-UU8, 10-14-81]-was classlflgd as Suppiementary Data. Further—
more, the status of mutagenicity studies for chramosame- aberration (Hazleton Labs. .
Aperica # 83~006, 5~24-83) and other genotoxic eftects (Pharmacon Res. Internat®l

$ PK—52~151) are presently under rev1ew.

However, the following information should be considered when decisions are mede
regarding these requests: )

G e e

1. Acetochlor has been found in chronic studies to-be oncogenic in both

™o




rats and mdce fmemo of Teeters to Taylor, 8-5-85) and chronic systemic tomicity
has not been adequately defined. A new study is necessary to establish a NCEL
for chronic toxicity. " . “' Bt

A risk assessment (memo of Lacayo to Teeters, signed by the formexr on
5-4-86) based on the findings inm,these onsogenic studies estimates a worst
case potency of 0;* (ma/kg/day) to be 10-° for humans; the worst case O)*s for

mice and rats are 10-3 and }0-4, respectively.

In an-informal note fram Lacayo using the tolerdnces recuested im this
action, the dietary risk to humans was estimated to be 3.3 X 10-6, indicating
there appears to be only a minor risk. from dietary exposure at the requesbed
tolerance levels. However, the risks to applicators hcove not been assessed.

Furthermose, Acetochlor.is one of a series ot closely related analogs bhaving.
oncogenic activities-(memo of Teeters to.Engler,..8-23-85). Others in this series
are Alachlors Metolachlor and Butachlor. Aoditiondlly; Propachlor and Allidochlor,
also of this series, may be positive oncogens but were tested by Industrial Bio-
Test Laboratories and these long ferm studies must be repeated.

.

e RNR® OF the Top-Hand®:formulation. (YON.8449)
for-this ‘fomulation has beer de~

the Tequirement for an adité-inalation study
nied (see pages 12-14 for details).

" Summary of reviews .for studies accawpanying this actioi’x- (all studies were con—
ducted with MON 8449, an EC formulation containing /74-76% (Certified Limits) of

INERT INGREDIEM INFORMATION IS NOT INCLUDED

Acetochlor and have the same Acc. No. 260748) 3 -
. 1. Acute Oral Tcxicity Study in Rats, Bio/Dynamics, Inc., #6067-85,
12-6-85. - : : ' -
The acute oral LDsgg for rats are as follows:
Males 2400 thg/kg . i
I _. - Females 1550 mg/kg s .

~ Cambined 1980 mg/kg

These data reguire quicity Category 11T for acute oral toxicity.
“The study is classified as Core Minimum. .

5. Acute Demmal Toxicity Study in Rabbits, Bio/Dynamics, Inc., 606885,

11-7-85.
The acute dermal LD5g in rabbits is greater than 2000 mg/kg but
less than 5000 mg/kge _ -
: ! i 3
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" These data require Tmucity Category 111 for acute dermal- toxicxty. o
The study is classu::.ed as Core Minimnn ]

3. Eye lmtaum Study in Rabblts, B;o/l?ynamw. Inc., iGU‘lO-aS, 11—7—85.

Corneal opacity and uleeratmn. and 1rr1tauon ot the iris and con-
Junctlvae were present in 6/6 rabbits; opacitcy persisted through
72 hrs. in 4/6 ana through 7 days in 3/6 and had disappeared by
Day 30..

These data require Toxicity Category I for ocular 1mtanon.

'me study is classified as Core Minimum. .

4. Prm:ary Dermal Irritation. Study in Rabbits (4 Bour Exposure/Sem.—
Occulsive Covering), mo/mnamlcs, Inc., :6069—85 12-7-85,

In 6/6 rabbits there were 1mtatmn effects of sllght to mild ery-
thema and edema which persisted in same animals through 72 hours,
and by Day 14, two rabb:.ts still had minimera erythema.

'mese data require To?umty Category IV for dermal irritation.
The study is classified as Core Minimsm.

A Closed-Patch Insult Dennal bens1t1zat10n bt:r.ﬂy in Guinea Pigs, Bio/
Dynamics, Inc., #6071—85, 11-7-85. - .
Each of 1U tested plgs gave a positive reacuon to the challenge dose.
'Ihese data indicate that MON. 8449 may. have the potential to sen51t12e :
5 »l}‘l,mans upon repeated dex:mal cdontact. :

> n

The study is class:Lﬁed as Core Q.tmelme. -

5.

6. A requested waiver’ for t.he requu'ement for an acute inhalation toxicity
study with MON 8449 was. consz.dered.

The waiver is denied. The basis for the denial is that the proposed
fornulation for MON 8449 contains Jllingredients for which we

have no information, and the combined contribution of these F ]
amounts to greater than Mlby weight of thé total formulation. Al-
though this is a relatively low percentage, if these ingredients
were to have grave respiratory effects their influence could markedly
alter the respiratory toxicity of the formulation. This possibility
cannct be assessed frcm ‘the data "eferenwd by the spensor.

e

Summary of data.in our files: ) -‘ Y
Memo of Teeters to Taylor, 8—5—85. (Petuncn 3F2966 & 524-GUI and 524-EUP-

56/2G2797 and 3G2791). Studies. with Acetochlor (M 097, CP 55097)

1. Subchronic 21-day demmal, IRCC Study #IR 80-356, 12-11-81.
LOEL for systemic etfects (mortality “and decreased weight
gain): 1200 mg/kg (HDT).

NOEL for systemic etfects: 400 mg/kg
LOEL for demmal irritation: 10U mg/kg (LDT)
NOEL for dermal irritation: not estaplished

MANUFACTURING PROCESS INFORMATION IS NOT INCLUDED

N

y . _®
L3 L -
-




Dermal sens tizauon, (MON 097 t:edxmcal). Bio/Dynamics, Irc. Study
{BD—BZ—Z(M, 4-13-83.

3. Dermal sersn:ization, (MON 097, 8 lbs/gal EC formulation, Harness®).

4.

5-

8.

9.

1u.

.
i *

Positive. demal sensitizer .
Core mmirwm * .

*

o/l)jnamw, Inc. Study #BD-82-205, 4-13-83.
Pbs:.txve demmal sensitizer °
" Core’ minimum

In Vivo bone marrow chramosane study, Hazleton Labs. Arerica, Ince.
Study $#HLB3-006, 5-24-83.

No evidence of chramosame abnormalities induced, but the study

is Unacceptable; however, results ot-study audit are under review.

Rat hepatocyte primary culture/DNA repair test, Phammacon Res.
Internat®l, Inc.. §tudy $PE-52-151, 2-17-83.
No evxdence of inducement cf unscneduled DA synthesxs, but the
study 1s Unaccegtable. however, additional material is under review.

Mouse lynﬂlma assay, SRI Internat'l Study iSR-Bl—lSU, Aug.—82.
Positive mutagen only in the presence of metabolic actmatlon..

_Study 1s _;Agc_egtable. .

OD/H(:PR'I gene nutaf::zon ‘assay » Morisanto Enviromental Health Lab.
~82-281," 6-9-83. L
posulve at near-tox:.c doses, but the vehicle used
1) did not appear to be 1nert -in the assay.

Study is Acggt:able.

Rabbit tetatology studies, IRDC, Pllot Stud:.es $IR-79-292, Primary
Study. $IR-79-293,711-24-81.
Two pilot studies are Imvalid Data; the third pilot study is
Supplementary Data as a range—tmdmg study.

The pnuary study is also Shpplementazy Data and a new study
is ted; ingufficient numbers of litters were available to
fully assess the. teratogenic potential.

‘I’wo genezatmn reproductlon study in rats, IRrI: Study #IR—BO-OSB,

12-16-82.
Reproctsctive NOEL:
Reproductive LOEL:
gain of Fp, pups) -
Systemic NOEL: <500 ppm based on absolute and relative
organ weight: decreases for ovary weights in F; females, de—
creases for pituitary weights for F) and Fy, males, increases
for thyroid weights in Fjp and Fyp pups.

-

500ppn L
1500 ppm (based on decreased body weight

Supplementary Data, but additional marerial is under rewview.

Metabolism study with rats, Hazleton Raltech, Inc. Study #MSL—2824 s
June—-83. .




5 !Ln:tle (0.5\) ehmnated via lungs 70% excreted m.thin 48 hrs

. preferentially in urine. ' Elimination is biphasic with a fast .
. half-life of < 10 hrs. and a siow half-life of 128-286 hrs.
. L,Barly metabolites are mamly mercaph:rates. later ones vere

‘i:f’sulfox1des. sulfones, - and sulfates; over 20 -etabolmes were
jdentified. Less than 1% of parent compound is excreted un-
changed in feces. There was retentich of 2-2.5% of dose in RBC

b due to covalent-binding to hemoglobim.

Core thdellne

One year. feeding study in dogs, Phamaccpathus Res. Lab. btudy
#PR-8U-008, 10-14-81.
Dogs at 40 mg/kg (HDT) showed testicular atrophy accampanyied
.. by decreased absolute and relative {to body weight) testicular
“weight, decreased body weight gam c£ males and decreased terminal
body weight ot females. There 1§ al=o suggestive evidence at this
level for amemia and hepatotoxicity but a NOEL and LOEL cannot
conclusively be determined tor these eftects at lower levels
because of control data vanablllty and the wide range of normal
values for these parameters established at the testimg facility.

e

sl&detnentaty Data

Chrcm.c toxmty and oncogem.c1ty study in rats, Phamacopaﬂms

Res. Labs. Study #PR-80-006, 5-20-83. _

Oncogenic MDEL: 1500 ppm :
. Oncogenic LOEL: 5000 ppm —increased #ncidence of liver carcmcmas »
and thyrmd follicular cell adencmas in males.
.There were positive’ trends for hepauc carcinomas in females and
thyroid follicular cell adenomas im males.

B Systemic LOEL: 500 prm (LDT) based om organ weight effects and

decreased body: welght in males.

Systemc NOEL was not established. ©One nust be established in a

new stlm- H

The high level (5000 ppm) also incremsed 1nc1dences of polyar-
teritis of the testes and arteries of males-and liver necrosis
and alveclar histiocytosis in females. Mortality was increased
in females and food consupption was decreased in both sexes.

0rcogen1c1ty study'ln mice, Phannacopaﬂnw Res. Labs. btudy
#PR-80-007, 5-4-83.

Oncogenic MOEL: <: 500 pPpm (Lor). 'meze were increased inci-
dences of: liver carcinomas m‘h:g:r level males, total tumors’
in temales of all levels, carcinomas of the lumgs in low and
h1gh level females, uterine mstmqtlc sarcomas in females of
all levels and total benign ovariam tumors in mid level temales.

- There were positive linear trends for: liver carcinomas in
both sexes, and pulmonary” carcinamess, total lung tumors, ovarian
benign tumors and kidney adenomas in females.

Non-neoplastlc lesions included an imcrease in 1nterst1t1a1 ne-
phritis in both sexes of the high level(5U00 ppm).

Systemic LCEL: 500 pgn(l’.Dl') based on increased liver and kidney

weights im males. -

» -

e o
!

iy
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Minimm Data - .

Memo of Dykstra to Taylcr, dated 3-21-84' for PP 1G 2454.

These data are sum—
marized as follows:

1. Acute oral LDgg, Rat, Mon 097, 2953 ng/kg (both sexes), Category
II, Minipum Data. Environmental Heaith Laboratory Report $#80-49,
10-15-80.

2. Acute dermal LDgg, Rabbit, Mon 097, 3662 mg/kg (both sexes}), Category

II1, Minimum Data. Environmental Health Laboratory Report #38(0-48,
1u-15-8u. v

3. Primary dermal irfitation, Mon 097, P.1.=0.6/8.0, Category IV,

Minimum Data. Environmental Health Laboratory Report #88-50,
1(-,-15— Bu. - - - .

4. Prmary eye irritation, Mon 097, scores for unwashed= 18.8/110, for

washed=l. 2/1105 Category 1I, Minimum Data. BEnvirormmental Health
- Laborator.y Report‘. $80-51, 10-15-80. )

5. 91—Day feeding, Rat, CP-55097, NUEL = 800 ppm
LOEL = 2000 ppm based on body weight

loss and food consumption decrease, Minimum Data. Phammacopathics
Repott #7914 ¢ 10-10-80. .

~ related eleyated SQPT . Minimum Data. Pharmacopathics Report .
. #7920, 10—10—80.

7» Teratology, Rat, CP—55097, Negative at -400mg/kg/day
. Fetotoxic NOEL = 200 mg/kg/day
) Matermal NOEL = 200 mg/kg/day
. Minimum Data. “IRDC Report #401-066, 10-15-80.
8. Mutagenicity, Ames Salmonella Assay, CP-55097, Negative for straims
TA-98, 100, 1535 and 1537, with and without mouse and rat

) mlctosaml preparations. Minmun Data. Monsanto Report
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Data mal‘uat ion Reco:d'

Study Titles ..~ " Acute Oral Toxlcity Study In Rats

ACCeSSion NO-- * 260748

Sponsor/Contracting Lab.: Monsanto Co./ Bio/Dynamics, - Inc.
St‘ﬂy bb.- - : 6067"85 .
Report Date/Submitted: 12-6-85 / 12-20-85 :

Test Materials MON 8449, Lot XLF-274 (Top-Hand®)

Although the ormpositlon was not identified in this
report, the sponsor's submission included the compo-
sition of MON 8449

Test Animal: - Albino rats, CDR (Sprague-Dawley derived)

) 5/level/sex, except that only females were tested

at the lowest dose

Test Doses: 625, 1250, 2500 &-5000 mg/kg, orally

; 2T

Quality Assurance: A brief, general statement about this subject was in
, the réport introduction.

Comments on’ Methods and Réporting: ThHe study included four dose levels. Two
were run simultaneously, and one about a month later and one about two
weeks earlier. ' These animals used at different times were from different
shipments. This is undesirable procedural practice.  Also, 5 animals/sex/
level should have been used, but only fémales were used at the lowest level

The: rep rt states that 20 males- and 15 *fanales were used whereas~ 15 nales
and:20; fenales were used. Table III (page 10) gives postmortem obsérvations
for - malw but no males at this level died; and even if one assumes the data.
are for females, one of the animal numbers in incorrect ( to. 2875 ahould
be 2973, according to Table 1). There is yet another typo.on page 5 under
W Mortality"”, where 3/3 (should be 3/5) males at 2500 mg/kg are 1lsted
as dymg.

o .a

Methods: The rats received a smgle dose of the neet material by oral intu—
~ bation after an overnight fast following a 14-16 day equilibration period.
Doses were based on fasted weights. Weights were taken pre—-fast, post—fast,
and on 7 and 14 days postdose. Observations were made 1, 2, and 4 hours
after dosing and daily thereafter for 14 days, when surviving rats were
sacrificed and necropsied. Rats that died were necropsled also.

-

Results: = The mortality data were. as follows:

Dose lLevel . Mortality -

mg/kg , Males’ Females -  Combined
625 .. . 0/5 0/5
1250 0/5 - . *3/5 . . 3/10
2500 ... 3/5% 3/5 6/10
5000 - 5/5 5/5 . .  10/10
I.Dso(mg/kg) 2400 1550 1900
95% Conf. Limits 1128- 760~ - 1094~
3672 » 2340 2760

* Listed as 3/3 on page 5 of report

. . . R e
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' Signs noted were primarily those associated with dying animals, seen from

23 hours to Day 6, and included hypoactivity, prostration, respiratory abnormal-

ities and.evidence of anal, oral, ocular and nasal discharges. Necropsy findings

were most prevalent for lungs and gut, and signs suggestive of irritation werxe

seen in the latter. All survivors gained weight by Day l4.

' ‘These data require Toxicity Category III for oral toxicity.
The study is classified Core Minimum.

Data Evaluation Record.

Study Title: Acute Dermal Toxicity Study’ In Rabbits
Accession No.: 260748 .
Sponsor/Contracting Lab.: Monsanto Co./ Bio/Dynamics; Inc.
Study #z 6068-85 )

Report Date/Submitteds 11-7-85 / 12-20-85

Test Materials MON 8449, Lot XLF-274 {Top-Hand®) -
. , Although the composition was not identified in this
report, the sponsor's submission included the campo-

sition of MON 8449.
Test Animals . New Zealand white albino rabbits, 5/sexflevel. -
Test Doses’s <. ' 2000 or, 5000 mg/kg - v 7
Quality Assurance: ~ There was a very brief, general statement on this "~
subject in the introduction of the report.

Comments on Methods: Only two dose levels were used;’ they were run over two
weeks apart using animals of different shipments. This is poor procedural
practice. Our Guidelines suggest using a minimum of three dose levels. Bow—
ever, our Cuidelines also state that a "limit test” using at least 2000 mg/kg
with no canpound related mortality may be sufficient and this study meets
‘this qualification. -

Methods: A single dose of the neet material was applied to a clipped dorsal
area; the animal was then wrapped in gauze to cover- the site and then over—
wrapped in an impervious plastie sleeve. A collar was fitted to prevent im-
gestion of test material and ta maintain the wrappings for 24 hours, after
which they were removed and the.site wiped free of excess material. The rab~-
bits had been acclimated for 23-24 days before dosing. Weights were recorded
at time of clipping, pre~dose and at 7 and 14 days postdose. Observations
were made 1, 2 and 4 hours after dosing and daily thereafter. Necropsies
were performed on animals that died or were sacrificed at study termination.

Results: No animal died at the 2000 mg/kg level and all died between Days 1 amd
2 when dosed at the 5000 mg/kg level. Thus the LDsg is greated thar. 2000 and -
less than 5000 mg/kg. Same of. the lower level group lost 0.1 kg by Day 7 but
each had gained this amount by Day 14, except one male (change measured from
pre—test weight). At 2000 mg/kg, there was a single occurance of nasal dis— .
charge or wet rales and a few rabbite showkd signs of demmal necrosis and
irritation. At the high level, signs included fine tremors, ataxia, decreased

. food ¢onsumption, -hypoactivity, prostration, nasal aor oral discharge, dyspnea

i

rales. s S i

- TSI
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At necropsy of the low dose group the only firw!ings related to exposure were
these of dermal effects. Findings at necropsy of the high level group were
consistent with postmortem autolysis and antemortern. stress,:the on2 exception
being that 2/10 were noted to have unilateral venal.pelvis dilaticn. .

These data vequire Toxicity Category I1II for dez:nal’-'toxicity.
The study is classified as Minimum Data.

Data Bvaluation Record

Study Title: Eye Irritation Study In’ Rabblts

Accession No.3 260748 +
Sponsor/Contracting Lab.: Monsanto Co. / Blo/Dynanucs, Inc.
Study No.: 6070-85 :

Report Date/Suhnitted:

11-7-85 / 12-20-85
MON 8449, Batch XLF~274 (Top-Hand®)

Test Material:

Although the oomposition was not identified im this
report, the sponsor’s submission included the com-
position of MON 8449.

New Zealand white albino rabblts, 3 males and 3 females

0.1 ml instilled into. the conjunctlval sac of the. -
right eve.

" A brief, general statement on this souect was in the.
report mtroductlon. :

Methods 'Ihe t&st dose was instilled into the lower conjunctlval sac of the
T right eye and the lids were held together for 1 sec.; a wash was not used
until 24 hours later to remove any residual material. The eyes had been
checked with flourescein dye the day before dosing. Irritation was graded
1, 24, 48 and 72 hours and 7, 14, 21 and 30 days after dosing or until no
evidence of irritation was pment. .

"EBach rabbit exhibited corneal opacity and ulceratlon, iris effects and

Corneal effects were still present at
72 hours in 4/6 and at 7 days in 3/6. At 14 days, conjunctival irritation
was present in 4/6 and corneal effects in 2/6. At 21 days, all eyes were
normal except for corneal effécts in one and insignificant conjunctival

~ redness in another rabbit. The corneal effects has disappeared by Day 30.
Other effects were pannus in 6ne rabbit on Days 7 and 14 and alopecia around
the eye in another animal. _ - s

Results:
conjunctival redness and chemosis.

These results place MON 8449 in Toxicity. Category I for ocular irritation.
The study 1s classified as Minimum Data. _

Data Evaluation Record

Primary Dermal Irrltatmn Study In Rabbits (4-Eour
Exposure/ Seml-—Occluswe Covermg)

Accession No.. 260748

Sponsor/Conﬁracf:z.ng Lab... Monsanto Co./ Blo/Dynamlcs, Inc.

Study Titles




: 11
Study No.z © it . 6069-85 .
Report Dal:e/Submrted' . 12-7-85 4 12-20-85
Test Materials BMON 8449, Batch XLF-274 (Fop-Hand®)

Although this report did mot identify the test material,
the sponsor’s submission mcluded the ocmpos:ttmn of

- L MON 8449.
Test Animal:. « Hew Zealand white albino tabbxts, 4 males and 2 females
Test Dose: 0.5 ml to each of two intact dermal sites per animal
Quality Amur,ance: A brief, general statement ancut this subJect was in

the report introduction. -

Hethods The day before dosing the haxr of the dorsal. area of.the trunk was
clipped to expose at least 10% of the bcdy surface. A volume of 0.5 ml of
neet test material was applied to each of two intact skin sites of each -
rabbit. The dose was placed beneath a 1" X 1" gauze square placed on the
test site and held with tape. The sites were’ then wrapped with gauze sur-
rounding the animal’s trunk and covered with porous tape; collars were placed
on each animal. After 4 hours, the wrappings and ‘gauze squares were re-

“moved and the sites wiped fyee of excess test material using dry gauze. -
After 30 minutes, the first demmal .observations were made and were repeated
at 24, 48 ard 72 hours and at 7, 10 and 14 days, or until no 51gns of 1rr1-—
tation were prebent.

=

~

_ Results::. Each rabbi" showed slight to m11d erythema’ or edema on one or ‘both -
test sites through 72 bours. On Day 7, one animat had no effects on ezther
site ‘and two each had one site that was normal. By Day 14, minimal erythema '
still persisted in one or both sites of two rabbits and desguamation was
noted for one or both sites of 4 rabbits.

These data place MON 8449 in Toxicity Category v for dexmal irritation.
The study is c1ass1fled as Minimm Data.

Data Evaiuation Record

Study Title: A Closed-Patch Repeated Imlt Dermmal Sensitization
V - Study In CGuinea Pigs.

Accessicn No.: 260748 -

Sponsor/Contracting Lab.: Monsanto-Co. / B1o/Dynam1cs, Inc.

Study No.: 6071-85 .-

Report Date/Sutxnltt:ed. 11—-7—-85 l 12-20-85- :

Test Materials _ MON 8449, Lot XLP-274 ( 'rop-ﬁandﬁ 922 Acetochlor)

Although the study report did not identifyv the test
material other than as MON 8449, the sponsor‘’s sub-
mission included the compwltlon.
Test Animalz .. - Hartly albino guinea pigs -
Range—finding: 3 males and 3. females
Sensitization study: 20 test pigs, two groups of 5
males and 5 females; 20 irritation controls for
challenge, two'groups of 5 males and 5 females
Range finding- 0. 3 ml of 106, 50, 25 and 10% v/v 1n
acetone

11
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Induction- 0.3 ml of SU% v/v in 80% ethanol = S
- Challenge~ U.3 ml of 25§ v/V in acetone -
Quality Assurance: A brier, general statement abcut this subject was in
- the report imtroductiom:

Methods: A range~finding test to select a slightly irritating concentraticn
for induction and a non—irritating concentration for challenge was conducted

by testing each of 6 guinea pigs with & concentrations ‘of test material in ace-
tone for 6 hours beneath a Hilltop Chamber on clipped skin and observing for
irritation at 24 and 48 hours. .

The induction phase of the main study was’ conducted as for the range-finding
test three times per week for 3 weeks {9 exposures of 6 hours each). Test sites
were varied to avoid placing patches over skin damaged by irritation from a
previous exposure. MON 8449 and dinitrochlorobenzene (bNCB), the positive con-
trol, were tested this way. Fourteen days after the last induction exposure,
the pigs were challenged in the Same mamner as for a single induction exposure,
but at a new site. Irritation control pigs were tfeated only as for the chal-
lenge procedure.

Pigs of the main study were cliecked twice daily for viability and were -
weighed the day prior to rirst ipduction and prior to challenge.

Resultssz | o
finding: A 50% v/v solution of MON 8449 in 80% alcchol was selected -
as the slightly irritating concentration ror induction.and a 25% v/V concentra~
tion in acetome.was,selected for the nom—irritating challenge dose.

_Main Stidys Mild to mcuerate dermal irritation was seen atter the first
exposure to MU 8449 and severe irritation occurred with repeated exposures.
All 10 pigs gave a detinite response to the challenge qose whereas the irritation
control pigs did mot show a significant responsa, thus indicating that the test
material is a pcsitive dermal sensitizer in guinea pigs. . )

Pigs treated with DNCB exhibited slight irritation ‘after the first or second
inducticn dose and severe responses beginning arter the thixd dose. Each pig
also reacted positively to the challenge dose whereas none of the irritation
controls gave a significant response. These data demonstrate that this group
of animals are susceptible to sensitizatio:. .

All pigs treated with the test material or positive control gained weight
during the study. :

Conclusion: MON 8449 is a positive demmal sefisitizer to guinea pigs, thus may
have the potential to sensitize humans upon repeated contact. -

The study is classified as Cors.Guidelines.

Subjectz Rationale on why Monsanto should not cdm:luct:'an acute iphalation
toxicity study (CFR 40, §158.135, ref. No. 81-3) with Top-Hand®,

Monsanto provided references for acute inhalation studies with MON
0y7, 8 Ib/gal EC tormulation and with ESEEElcechnical material (¥8%). .
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Moe 097 Inhalation Study (MON 0Y7, 8 lb/gal EC formulation of Acetochlor)
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There is not a DER for this study but the report was obtained from

our files by this reviewer. It appears to De a dell conducted study. There
were no deaths among groups of 5 rats of each sex tested at average maximum
concentrations of 3.50, 3.79, 3.82 or 3.85 mg/l. Ccusequently, the ICsg must
be greater than 3.85 mg/1 for a four-hour exposure. -These data indicate a
toxicity. category of III for acute inhalation toxicity of MON 097, 8 lb/gal EC.

. BEEEEEN cute Inhalation Study:

This study withSSSEEN was reviewed in the memo from Ritter to
Taylor, initialed by the former on 12-5-85. The subject was:

The maximum concentration attainable was 0.27 mg/1 and rats were
exposed for 4 hours. HNo deaths occurred and salivation was the only effect
noted. The ICgg was concluded to be greater that 0.2] mg/1, the maximum attain-
able concentration. The study was Core rated as Tuideline and the Toxicity
Category was stated as III, but should have been I (from 0.2 through 2 mg/1).
However, this categorization has”little practical meaning im this instance since
the maximum attainable concentration was so low. The pertinent fact relative
to inhalation toxicity is that it was impossible to attain a significant airborne
concentration thus indicating from a practical aspect that inhalation exposure
will be low.

RS

Additionally, the formulation ingredients for Top-Hand® and MON 097, 8lb/
gal EC were provided by the sponsor as follows: . )

Top-Hand®
7 1b/gal EC with active ingredient (MON 097) labelled at 75.2%
. % -

_Mon 097, 91.3 % T 82.2

81b/gal EC formulation
3 -

MO 097*| 94.6% i"i

*current label is 85.5% active ingrediemt

MCON 097

Furthermore, the sponsor referenced the recent EPA Guidelines on acute tox—
jcity testing (Oct.,1984) wherein the Agency discourges animal testing solely
to obtain a median lethal dose if toxicity can be predicted from available data.
The sponsor contends that enough data are .available to evaluate the inhalation
toxicity of Top~Hand®. 4 . ‘

On the basis of data in our files indicating the relatively low acute in-
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" halation toxicity (Category III) for MON 097 and the difficulty in cotaining a
significant airborne concentration for MON 8449, sthe waiver appears justified.

' However, on the other hand, there are lllllllingrcdients in the MON 8449
formulation for which we have no information (see attached copy of Exemption
status of Inert Ingredients). These 3 ingredients ara:z

, and the combined contri-
bution of the ingredients amounts to over by weight of the total for—
mulation. Although the contributed percentage is low, if the ingredients were
to induce grave respiratory effects they could markedly influence the toxicity
of the formulation. This possibility cannot be assesssed from the data refer-
enced by tne sponsore. ntly, the waiver for the i nt for an acute

inhalation toxicity study for MON 8449 is denied.

. Moreover, the formulation ingredients shown on thé previous page for MON 097,
8lb/gal EC provided by the sponsor differ from the Confidential Statement of
Formula on file with Registration Division of EPA for this EC formulation. The
difference amounts to more than just the footnoted change indicated on the pre—

vious page. -
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Page /5 is not included in this copy .

Pages through are not included.

The material not included contains the following type of
information:

:X:; Identity of product inert ingredients.

Identity of product impurities.

Description of the product manufacturing process.
Description of quality control procedures.
Identity of the source of product ingredients.
Sales or other commercial/financial information.
A draft product label.

The product_confidential statement of formula.
Information about a pending registration action.
FIFRA registration data.

The document is a duplicate of page(s) .

The document is not responsive to the request.

The information not included is generally considered confidential
by product registrants. If you have any questions, please contact
the individual who prepared the response to your request. :




